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& (DT )v^)v. Wtm Wii ^ & <o y ^ y r )v ^ )v . m.M^2 

% <D - 7 )V ^ )V 7 ^ J T )\^ ^ )V . i^m^S-l 2®N.N- 

T =^ ;i/ T 5 y T ;!/ ^ ;i/ , ^ m 4 ~ 1 2 0 n - n t 

;^^ic5~i8(DN->'i7DT;i/^;i/- 
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■r^ T;i/^;i/St*^^^ 1 - 6 ) . n -y ;i/ ::^;i.-t! ^ u / - 
N-Tjp^;!/ (zieiT. #T;i/^;i/^«^mi^ i ~6). 

5 3~1 1 (D T -fC ^ U r )l-N -7 )V . ^^^1-6 

q = l-'3:feJ;yfp = 0-'3 ;^S-r^^5^M^±f::te«t- 
15 ^ « m » R 1 ^ R 2 ^ R 3 * « R 4 -rn « > ^ (C. - ffi 

® -c (R g) 2-0 -7? a5 0 # ^ ] Y/&«-NH--ea5 

0. R,, Rj. R3:fecfcr>*R4 3&t7K^'C2feJ3. iffi -D n ffi 0 <D t 

20 © ^ # 65 icff # $ n ^ i& . ^n6>cD7Kfpi^S;'^tt^n60D 

^jifPtl^*^lK:5J-tbT'^Wr'5 (1) (3) 

(1 2 ) -^iC (VII) 

25 




CT/JP2004/000002 



o)yi<'^m^rc\it^n^ (Dmmmm^^^0z^ t-r ^ (i) s 

10 rz\t ( 3 ) S J^c ( 5 ) fClB m CD ^ X ^ ^ . 

(1 3 ) (VIII) 




(W) 
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H S . T ^ ;i/ T ^ H S . 7 jv ^ y 7. )vy ^ >mmrc\tr )], 
^ > :t ^ y ^ / mmfi^tiif^l^ < . R2 «y\n^>*fc«T"fe 

(5) \zw.m(D^mRzs/'x\tmmm. 

(1 4 ) (K) 

10 



OCH3 




(K) 



Rl R R2 « A n ^7* ^ U $ ti ^ ^ n v' > 

15 ^ (D7i<.mm ^ ft\t^n ^ (Dmmmm ^^^^ tT ^ (i) 
* « ( 3 ) ^ « ( 5 ) \zt^m(Di^mRxfyx\^mmm. 

(15) 4 - (3-^nn— 4-:7;i/::taTnuy) - 7- 

6 - (3-^;i/:7;a-U y>^D:^^:^->):^:^V'U 

(16) {4 - (3-:fa^yau-jv) muy} - 6, 7- 
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-t ^ (1) (3) ^rc\t (5) \zBm.(D^mi^i^y X 

n^it^m\t W096/33980. W096/30347, 
5 W099/35 146. W097/38983. W098/43960 IB ife © ^ J; D ^ it 

15 nmrn"^ ^ y h i9 mm). * ; mmtsimito 
2 m 

^ M P o 

20 nn(Dmm 

^ w ; u > h u - )v y h (9 mm), j^x^ w ; mm 
nm ^ y h i 9 mm). * ; ^ Mta^it. 
n 3 m 
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H 4 EI 

H 3 > (Tom), 

^ ^ ® I5g BJ 

20 e^;yi/3>-x-1''>3->y2^(3CDl&i^. M^jyi^n 

^ 6 m 

^gH^^W^^ttga^jHl^b^i^AO^^ (T®ia)c 
© i5J 
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CT/JP2OO4/00O0O2 



o i^g 

n 8 ^ 

^■^ o 15i ^ 
H 9 EI 

> ^ 3 > T ^ C t ^ ^ V Tz o Ml 0 (D^ (OMm^ 

& m ; u > h n - )v ^ y h ( 8 mm), mw ; mmnm 
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25 



^ m.W M ^ \z ^ D . 8 5dB-e(Dyi//i;i/X-r>tb' 
><D i&T ^ m T ^ C L ^ ^ fz o 

T :7 7 >^ T y - 3 , 4 - t H n 4^ > ^ H -fb -a- 
( alpha-cyano- (3. 4-d i hydroxy) -cinnamic acid) © ^ ^ #: j&t 

(Ben-Bassat H, et al. : Curr Pharm Des. 6:p93 3-942 (2000) )o 

^ y =¥± W > (Quinazoline) Oii##:/J>t^e.nTVi-5o ifi 
mf)^/v(Dtn,'fy^AjmiiLX 2 0 0 2 ^ B X M'^! tlX m 
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(Fry. D. W. Ant i-Cancer Drug Design 15 : p. 3-1 6. (2000) ) o 

^ <D u f)-^ \z \t . ^f^<Dyu^^ui^>mm^-r^$>^ (+) t 

X D :/ ^ - > — 1 (aeroplysinin-l) (Rodriguez-Nieto S. 
et al. ; FASEB J. 16 : p26 1-26 3 (200 2) ) A T P -X? 
^ 4 - [ ( 3 - :7 X - ;i/ ) T^/] tfUKtf>J^S^>m^'«s: 
(Smaill J. B. . et al. ; J. Med. Chem. 42; pl 803 (1 999)) 

# ;^ & n T . 

' ±^ (D ^ i- w > m m . > i- ^ ]i mmi^-. >m 

[(3, 4->'hHD^i^:7x:::;i') ^^l^>] — 7'o/\-> 
>?r:hij;i/ (Gazitetal., Science 242; p933 (198 8)). (E) 
-2->'Ty-3 - (3, 4-v?kHDc^^>':7x-;i/) - 2 
F (Yalshetal., Science.2 42;p933 (198 8)). 
(E) - 2-v'Ty — 3 - (3, 4->?kKp:^'>:7x:::;V) 
-2-:/D^>5^:tT5 HCYaishetal.. Science 242; p 933 
(1988)), (E) - 2->'Ty — 3 - {3, 4->?tHn4^v' 

:7x — ;v-N - (:7x-;i.p(5^;i.)} - 2- :/D^:^^F 
(Gazit et al. . J. Med. Chem. 34; pl896 (199 1)), (E) - 
2-'>Ty-3 - (3, 4 - }i \^ a zy y :c ZIJV) - N- 
7 X - - 2 - y D ^ H (Gazit et al. . J. Med. Chem. 
34; p 1896 (199 1)). (E) - 2-i^7y-3 - (3, 4-i? 
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t:Hn4^$/:7x.-;i/) -N - (3-:7x:n;i/:/ntr;i/) - 2 
-Zfu^i-^ F (Gazit et al.. J. Med. Chem. 34: p 1896 
(1991)). (E) -2-->7/-S- (3, 4->^fcHD^'> 

.:7x-;i/) -N - (3-:7x:::;i/:/5^;i/) - 2 - y n ^ :h ^ 
5 H (Gazit et al. . J. Med. Chem. 34; pl896 (199 1))> ( E ) 
-2-'>Ty-3 - (3. 4->?t:h*n4^i^:7x-;i/) -N 
-(1 - :7xn;vx5^;i/)-2-:/D^:^$ H(Gazitetal.. 
J. Med. Chem. 34: p1 896 (199 1)). (E) - (R) - 2 - T 
/ — 3 - (3, 4->?tHD^v'r'x-;i/) -N- ( 1 - y 
10 x-;i/X^;i.) - 2- :/n^:^$H ( Gazit et al. . 
J. Med. Chem. 34;pl896 (1991)). N - (3-i^DP:7x-;i/) 

- 6 , 7 - ^ h ^ v"- 4 - 1/ ij XLevitzki and Gazit. 
Science 267: pl783 (1995)). 4 - (3 -:/n^:TnUy) 

- 6 , 7 - p< h ^ :^ y U > (Fry et al Science 26 5 : 
15 pl093 (1994)). 4 - ( 3 - u n — 4 - y JV ^ a 7 - y ) 

-7-p^h^->-6 - (3-^;w:7:tUy7'n2}^:^lr>') 
V «J > (Gibson, K. H. et al. ; Bioorganic Med. Chem. Lett. 
7: P2723 (1997)). {4- ( 3 - □ ^ :7 x - ;l/ ) TnU /} 
-6. 7 - -J 7 ^ J ^ V y (Rewcastle, G. W. et al. J. 

20 Med. Chem. 39;p918 (1996)). {8- (3-:/nqE>'x-;V) 
T B. y } - 3- y.^)V-3H^Bi$f'/ [4, 555f>^3 
:h V U > (Rewcastle, G. W. et al. J. Med. Chem. 39; p918 
(1 996)). {8- ( 3 - :/ □ ^ :7 X :n ;w ) r^y) -ih — -r 
14 , 5;^>^]-^:h>y>j> (Rewcastle, G. W. et al. 

25 J. Med. Chem. 39:p918 (1996)). {4 - (3~':/a^ya^- 
)V) y B y } - 6 , 7 - i^x h '>^:^ y U > (Bridges. A. J. 
et al. J. Med. Chem. 39; p267 (1 996)). {4- ( 3 - a 



^^CT/JP2004/000002 

:7 X — ) T ^ y } - 6 - T U ;V 7 5 H :h y ij > ( Fry, 
D. W. et al.. Proc. Natl. Acad. Sci. USA 95; pl 2022 (1998)). 

{4 - (3-:^nqE^x~;p) y ^ y } _6-yDtf:t-;i/ 
T ^ F ^± y U XFry. D. W. et al. . Proc. Natl. Acad. Sci. 
USA 95; P 1 2022 (1998) ). (+) Txn^ 

( (+) -Aeroplysinin-l) C9H9Br2N03 (Koulman. A. et al. J. 
Nat. Prod. 59;p591 (199 6)). 4 - KS-ya^yj^-jV) 
75/] - {6-^^;i/75y-tfUK}[4, 5-e] b!U 
5>^> (Cunnick. J. M. et al. J. Biol. Chem. 273. pl4468 
(1998)). 4 - [( 3 - D n 7 X ri;i') TSy] - {5. 6 
- D n [3. 4- e] } If U 5 >^ > (Traxler. P. 

M. et al. . J. Med. Chem 39; p2285 (199 6)). 4 - [(3- 

U K } C 4 . 5 - e] tf U 5 > (Smaill. J. B. et al. . J. Med. 
Chem. 43: p3 1 99 (2000)). 4 - [ ( 3 - >^ D :7 x - ;i/ ) y 
5/] - {6-x5^ix>x;u:7.ry-hfUH} [4. 5-e] 
tr U 5 >^ > (Smaill. J. B. et al. . J. Med. Chem. 43: p3199 

(2000) ). 7 JvyTi^yy-^-^;\^\iu^i^-^-^^^ 

— N- (2. 5-i^^a=Eya^-JV) yn^>7$H 
(Mahajan. S.. et al. J. Biol. Chem. 274; p9587 (2000)). 

{5 - y S. y - {(N-2, 5->?t:Hn:^^'>^>S^;W) -n 
' - 2 - b H D 4^ } ^V^-iV^^m; Lave 

n d u s i n A ( Hu. D. E. and Fan, T. P. . Br. J. 

Pharmacol. 114; p262 {1995))c 
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Uy" ^ Vi^J]^}d> (MK-801) m ^MW] /Cm A . 7 ^ ^ JV 
B izmm-^ n^t> nxitf3:\^^ o ^^yv;Hf> (MK-801) If 

^hxmm-r ^m^. '^m^m\z^^xmmitL. ma^^ 
r:i m a m \z & T ^ :i t -fy^ X ^ ^ o m^it. mm. *y 

ir ;i/ , JLV jvm. ^ -r 1^ D y -fe ;v , H 14 ^ M ^ 

mmmmfsi a ^ z t^^x ^ ^ o :i<d^^ izvxn^E^n^ 
mm\t^±xm.miix ^ (Dx . ■^j^^^, kh^fe^i^gj&ift 
m im^it. y y h ^ ^) izMvxi^-^-r^zti!}^ 

iZj;:-oXhmf3i^-fyU -Wtm^Zfl^A (#:fi6 0kgi:bT) 

fc:*5v^Ta^ — B iz-D ^m^t-^m ^ m 0 . i-i o o omg. 

^^V<\tmi. 0~500mg. J:D$fSb<«$tJ50-' 

2oomgs^-r^o ^^mnmiz^-^T^m^u. mi\:^m 
mx\t. t3^mm(Dmxm'B^A ( e o k g t vx) izn^t 

^^'^.~B\Z'D^mit^m^1^0.0 1~3 0 Omg;g^, 

1-1 omgnm^mmt^m\z^v)i^^-r^(Di!}i^m^x$> 



wo 2004/060400 




wo 2004/060400 




:T/JP2004/000002 



5 <^ ^'^^ m-T^ ^ ^ ntz ^ fs. ± ^ (D m ^ m \tm m-^ ^ ^ 
(omm^mw^vx ±^m^m'T^m^mm^K i = 2 5 pm 

10 <£#t*§{4-(3-r^p^r:7x-;i/)T — uy}-6, 7 

-vT5y^:^V*U> (PD1530-3 5) ©:^-&{C«, 1 
^ M 

^ (D T ^l Tic o 

1 

Wm 2000-309042 IB it ® ;^ Lit j&t ^ T . ±.S^fiS^ 
; P369-399 (200 l))o 



^^CT/JP2004/000002 

if^'E^J-o^^Tl^h^ (Futamura, T. et al.. Soc. 
Neurosci. Abstr. 32; ± y a > 291. 1( 2 0 0 2 ).Sotoyama. 
H. . et al., Soc. Neurosci. Abstr. 32; y a y 20 
( 2 0 0 2 ))o 

-^^izt ^ rob . (omm^n ^ rc. 
SD ^ y h (B^ SLC) ^ ^ m \^ fz o m^w x±^m^m^ 

(Sigma ihlSi) <&^3l:ft4i7K{c:^«p$-&TffiV:k;^o ^ y h \z 
^^20@J;»31B*5#fc:fh5lHl (^^lOB^T). 

i^M \g mrcK) 1.7 5 '^^i7n^^j^(D±umm^&T^-^ 

V fZ o 

±m 3 m J: D m m M ^ K m m m m m (san Diego 

Instruments) T If If M/;S:5S^:fe J; 7" 1/ /I ;i/ X -T > k H 

m (1 2 0 d B) s ffi , :/ 1/ /N° ;v 7. $ij i L T ^ :^ M ^ (a* 
y ^ >^ ^ .jr > H y -r X) u^jvjzv) 5v 1 0 * « 1 5 X 

•^;HifVilPffi<D$lISS: (7 5, 8 0. 8 5dB) ^ffiVi^Co ^ <D 
100 5 U "fe 3 > H ^ . W ffi /J)^' 120 5^ ^ ;i/ CD A- ;i/ X ^ij ^ ^ 
#^fco 120dB#3£CDI^cr>^^i^/Si:yi^A';i.X^m^-^t3 

ppi ^^-^^f^^n^T^iTr^dtyOt^snxvi^ 

( Geyer, M. A. et al. Psychopharmaco 1 ogy (Berl), 156: 
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P117-154 (2ooi))o mmhfc^^^ 8 miz-Di^x . ±&0z-&m 

^^^Ptt ANOVA^^TP P I <Dm.T (P<0. 05. N= 5 ) 

bfe (Him. 1120)0 

^^'^^^■ti^m-^ntzL SD ^ >;/ h ( H * SLC) 5 6 - 6 6 

B.i^*^^bfc„ {4 - (3-:/n^>r3,-;j,) y-^y y ) _ 

tX4 - 4-:7;l^::t-D7-Uy) - 7- ^h4i 

:^ > 1. 2 mmm:^ \z-mm-m \^ V )i'v:r:^ n ^ 4 . 5 

iJ'^^-^^^^i^b. MMJE3}?>7' (2 5 0-7-r;?DU^;/:57 
-^»(Alzet^^;i. 2 0 0 2. AlzalfcM; 14 B mmm^-¥) 

:KbT*3Vi;^c„ ^ m m ^ V y ':f ^ ib X 

^w^^ ^ (D mm Tc o 
n^mti^Wi 7 B \z /}swimmn Rmm^mm ( san Diego 

Instruments) \zx 8 5 d B © y /\° ;i/ x 1^ OD ^ T ^ 1/ /\° ;i/ 

bfcm^ff ^m<D3if.^^vrcmmm\zit 
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tl A ; P = 0. OIK N=5, it^mB ; P = 0. 03 2. N = 5). n > h P - 

;i/ Sj ^ (D 7" 1/ /I X > k t: >- 3 >(D § ^ t :t it M J. 

n fSi < fSi Tz (it^mA I P = 0. 87, N = 5, -fb ^ #1 B ; P = 0. 54, 
N=5) cm 3 m. m 4 m)o «i#n>hn-;i'^-; h ^<D 

\z ^ ib n ^ ^ V }v 7s ^ >t:b*->3 > \zi^m.-^ ^% 

10 2 

(^^2) ^5^>h-1'>tH->3>mit©±^^KSH^^^ 

T^^ff»im^SrM1-§^-7';Hi«^^#:rco T^xh^ ee- 
ls 8jli&) ®^^;/hJc2;^|pl^#I5iJifT»^fi (^BT^M) ^ 

n V ^ ( 0. 6 mA, 1 0 # ) # ^ # M t b T ^ >y h , ^ 

1 0-5 0|3>r^ll(^>^A)f;: 10llI0D6-fe-/>'3>(fft- 

20 60 m) lioigb. ^ ^mm \znt ^ ^ (DsEMKm^^^m ^ 

SiM. (Futamura, T. et al.. Soc. Neurosci. Abstr. 32: -fe 
25 y B > 2%\.\{2 Q 0 2))^TS:P:m (Sotoyama. H. . et al. . 
Soc. Neurosci. Abstr. 32; -fe v- 3 > 496. 20 ( 2 0 0 2 )) 



^PbT/JP2004/000002 

tDJ0^^7^>h-r>blf>'a>Tfe^ (RussigH. et al. 
Neuropsychopharmacology 26: p765-777 (2002) )« 

^$tl, CO^^frSiS^^-; 2-fe>y->3 >£AI^-e 

t) 51 # ® $ n -5 (Murphy. C. A. et al. Behav Pharmacol. 12 : 
P 13-23 (200 1))o 

— )\/ V V . ^ ifS M 1 13 ic © II ^ ff Stj M It ^ h > i ^ 
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^m-^n^ c ii^immi^rc c^t^mA p=o. ois. n=5. -fb-a- 

m B ; P = 0. 04 K N = 5) (^6®. m7 m)o IICD^^U. Wt^ 
^ b T § o 

(^^3) >y x.^ ^>m^mmmrLm\zn-t^±.^m, 

y V hf-*ii-ViMTa5§p<^>>'a:^^> (2mg/Kg#:a) 
iliH4©a&S<hVi*3n§®»>«7^7.h^ IB. 30. 50a 

S®ff«i«.7jc5p«l&Si'b^c0iibtc:JiJpu.3l*Wttm^. 
J&^'Bi§$n;fc (H^tL) (7K¥®»« P = 0.017; Sitfr 
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S;*P=0.022> N=5: T;^^)o Z.(D^^^\t. M # ^ H # ^ 
MMH^l 4 

5 C. Wange>(D:^r?4(D^i4tcJ:0. NMDA^^#:©IS 

^^jT^^:7a:>it-r^U>'> (PCP) ^fr^iS^>;/hO[) 

cmmnmsm^^Mt ^mm=tj^mi.ft (c. wang et ai.. 

Neuroscience 107. 535-550. 200 1)o ^ <D =E )\^W} m ^ m . 

wjt^tj ^wmvrc (m:^m:t. m^mm. ^i^mnm^ i 

P369-399 (2001))„ 
15 ^ y -"r > o . V - ^ )V ^ > ^ ^ B > ^ 7. h 
(J. Samba et al. . Synapse 40. 1 1-18, 2001)o 

SD ^ h ( B 2|s: SLC) <l:^ffibfeo ■7a:>1i--ri7U>?>Jt 
2 Bgj;l3 1 B ^^\zm 7 m (^^ 14B*T). M^tc^rfi 

ig^fcD 1 0 ^ ^ u ^ ^ A<D ±mum^^T^^-\.rz.. 

^ m 3 M J; D /JN iJj t/ m If S SiJ S ® (San Diego 
Instruments)JCTmif ^J5S3g^*3 > b If 
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^ (1 2odB) ^fflVi, \y jv T^rnm t V xm^^=^ (;t 

y ^ y ^ > }^ y X) U^JV^V 5> 1 0 S^c« 1 5 5=''> 
^}Vm\^^=^B(Dm^ (7 5. 8 0. 8 5dB) ^ffiV^feo ^ <D 
5 1 00 5 U -fe 13 > h* ^ tc, ^ EE 20 5^ ^ ;i/ (D /I ;l/ X $0 M * 

^TLfzo 1 20 mmom (Dnn Kjt^ f:/ u )v :^ ^ m.^^t> 

^ fzm (D KJt^ It ^ U )l 7. ^ >tH'>3 >(P P I)ib^c 

e:® ppi ^j^'&^iii^li^TigTf^caiT&t^enTViS 

( Geyer, M. A. et al. Psychopharmacology (Berl), 156: 

10 P117-154 (2ooi))o mimvrc±'^8miz^\,^x. pcps# 

m\t. nyhu-)V^yh\Zit^X ANOVA ^ ^ T P P I CD ^ 
T (P<0.05. N=5) ^^bfe (09)„ 

PCPfeU<«^D^n— Ac (n>ho — ©ff^fi^ 
K#75«l?S$nfe SD^^;/ h (H* SLC) ^^5 6- 6 601^^ 
15 VTco {4 - i3-Zfu^y3i-)V) - 6, 7 

-v?r^y^:^VU> (PDl 5 3 0 3 5 Mfc-^t/A) 

u s o . ±m-^m7Kx 1 o i^\z^^vx m\^^r::. n 

> h n'-;ptc:«|wj^S£g©DM s 0(D^m'km.yi(^m^^^m U 

1. 2 mTnm:^\zmmm \^ ^) )vxn^ . m-^ 4 . 5 

25 — ^fi (Alzet ^-x;!/ 2 0 0 2 . Alza ; 1 4 B T^IJ^ ^ ^ 

ijf^A/m 1 ) ^Tcu. mmm<DDMsomm.x^mi^xi5\^^ 
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S # F?fl M m 7 B /M& ti m S aiJ S B (San Diego 
Instruments) \ZX 8 5 dB(D':fUAjV7.1^<D0ki^'T^'fU/'^)V 

5 (0 ^ ^mm m -r^ ^ ^ it ^ m A ^ m ^ \z ^ I. p c p m 
^ ^ ff m m W] m m . ^(Dit^mAi^-^Mo-^miz 

U A JV X -i > \i }d B >(D iSiT M iz^m V fc 
(P=0. OIK N=5) im 1 0)o ;^*3. «i#n>hD-;u^-/h 

*f # ^ a # ^ ^ n ^ 1/ ;i ;V 7. -r > k t: a > tc ^ $ n 

15 



















r i 




.J; 






t 




^: ^ 














m 






^ Z. i: Id cfc 


t) ^ ^ 


20 




^m'M^'m<Df:m>\zmm-x 






o 














0 


3 




3 4 3 


9 6 § M 
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1. ±^m^mi'^m^<Dm^mwm^^m t vx^m 

2. ± ^ m ^ m "f- ^ ^ (D ^ m m -fy^ ± ^ ^ & m ^ ii 

7.-^^(1) 
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( I ) 



^\z. /\ b y y , h y )i:t u ^ ( i ~ 4 c ) t ;w 

; RMi (1-40 T;H3^>'T2bO ;5{i^OR' 

«>^- [(1 --4 c)T )V]y s. y - (2 ~4 c)t;h:^->. 
tr n u > - 1 - -r - ( 2 ~ 4 c ) r ;i/ =3 4=- . tf ^ u 
y - (2-40) 7;i/:34^->, ^:;i/5j;uy - (2~4C) y 
tr^^>?> - 1 - -r;v-(2~4c)T;i'n4^>', 
4 - (1-40 T;i'^;nf^^>?>-i-'r;i/- (2-4 
c) t;!^^^^^^. -r^yv — ;i/-i--r;i'- (2 — 40) t 

;H3^ . - [ ( 1 ~ 4 C ) T JVn ^ - ( 2 ~ 4 C ) T Jl' 

7 ^ / - (2 — 40) T;i/n^~>. 5^T^:;v3jNUy- 
(2-40 t;1/:3^v'. i-:t^y5^T^;i/7}Nuy - (2 
-40 t;1/34^'>xsi, i->?:t^V5^y^:;V3j^uy- 

(2-4C) T;i':3^>^-e*D. S:®!^. NXaOM 

mg©Vi"rn/&^;^^^:®'&fc:J:D. m B <D C H 2 ^ <D ± \z . hF 
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8 . -WL^ (II) 




[ 4^ , m . 1 . 2 S rc: 3 "T? D ; 

nc^'>T^y, (Cj-c^) T ;i/ 3 ^^ir ;t? ;i/ - 

;v . n h n . T n / . i^? H > ;i/ /\* ^ . T y > 
hU7;i/:^D^5^;i/. (R'')2N-;it7;i<'jJ^-;U*3j;tX7x:z;i/ 

3t{c:. vTy - (Ci-c^) 7;^4^;i/43J;t/RMc:cT'R'' 

td:, R\ R*0. (R") jN. R^C ( = 0). R50NH, A 
J:tXR5YJ:D^^$n; RMd: (C.-C^) T;i/^;H?fet) ; 

20 R , R 5, R * ;^ « ( R 2N T ife 0 : A H . If ^ U 

y-. ^;i/5j^uy, trnu$^y43j;t>'4-R''-tf^Ui^>- 
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;i/ 7}^ ^ i> - (c,~C4) -7)]>^)i, :7xy4^i/, 
xr:;w. :7 X - ;p 7. ;w :7 7 ~ ^ (Ci—c^) -t;!-"^^:;!/, 
(R") 2- N - ;p - ;w - ( c c 4) T ;P J: 3I $ 
n;:BJ:r;^. S. SO. S O ^ ^ V n i R K R" 

5 O:^ ^IS (R6) 2NC»T;P=¥;i/g|5:$i'«. /Nn^;^c«R' {^l^l 

\t. /N n ^ R ' T ft IC S m $ n T ^ , fd h . M 

10 <@J^AT<^ "R9" R'^^ibXh^l^^H)^ ; ^ fc U . # 

RM^, muz . R^-7.)V:!i^-)V7^y^ y 3^ )V ^ ^ F- (C 
i-C^) r )l =^ )V X JV:^ - JV7 ^ y . ^>XT$H, ^>if 

>x;i/3}^n;i/T$y. s-yai:=.jiOU^\^. 2 - ^ ^ V if 

15 JV. ^^Z^. R>»- (C2~C,) - T )ltl y ^ y {11:1 

R '0 A n . R «o . ( c 2~ c 4) - y / ^ >- , 

R^C ( = 0). 43cky^^ (R=) 2NJ;Djl^$n;Ri4'CDB&tB 

* « :7 X y ^ s> ^ ?t « T - u y * « >^ X n ;v X ;v :7 T 
4^ ;v . v- T y , > X ji/ 3jN - ;i/ ^ « (0,-04) - t ;w 
^ts.^ne>/i)tj^'&-r^^mi:-&:b$ofeViTn;5i2^oR' 

^^m^rc\tm^x ^ X % 5 8 mm^^ ^'.R^\^. 
7Km. ^.fco?, BMizmm-^nr:i (o.-Oe) 7)v^)\,j:V) 



wo 2004/060400 T/JP2004/000002 

43 

n ; n \t . 1 ^ tc \t 2 -l: h K) . # R Ml . m\L\Z. zK 

i> 0; D 31 $ n ; R Mi . T >^ H > ^fcl-i. R - x 5^ n ;v { ^: 

5 ^iT. R" «^ 7K^> ffiiicfcMife^ nfe (Ci-Cfi) 

IJ^' / X ^1 ^ ^ „ 

9 . -m^ (III) 




*fe«Y;^tCR^T*oT. V7&tCR2-i?^-5 35i; ^feja:Yj5t 
CR^T^oT, V/&tCRi-r^J9 ; RMlCHgSOzCHa 
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^ <D ^ ^ \tmmiz ^ lfeb<^A2^H®;^D. Ci-4t;u^ 
U;R2js7jc^. ;nd. tKn^e^, Ci_4r;i'4=-;p^ Ci_ 

- 5 ^ y u ;i' . -r > H u ;v . v > h u . ^ > h u - 
;i/ . V > H u n . i h - < > ^ y u , 2 , 3 - t 

10 FD-iH--f>i$^i/ij;i^,iH-^>x-r^yyu;i/,2. 

3 - t F D - 1 H - ^ > X ^ $ iS'* y u ;v s « 1 H - ^ > 
y h U T y U ;V S ^ * b ; R M3: ^ > . n - . D 

- *5 «^ r;? h u y\ □ ^ > ;p . ^ > v -< ;i/ . tr u 5^ ;u . 
t! u >^ ^ h 4^ , :7 0^ y , ^ > >^ ;w :t ^ , /n d - . 

15 n - J; tJC h U n ^ > ;i/ :r ^ ?^ e ^ > if > X 

;V Tts - ;i/ e, ^ ^ e, M ^ n ^ ; ^ R Mi h U /N 
n ^ ;i/ ^ > ;i/ ^ ;^ h U /N P 5^ ;i/ ^ > ;i/ :t + ^ ^ 
-r ; * « R Mi T ^ © » ^ * L ; 
(-^^ IV) 



t;fCi_4T;wn^->j6ie>ii^$n;3ei>o.n«0'-3T3b-§>) 



20 
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R Mi <^ a St t H n . ;\u^ y . c , _ ^ y )l ^ ^ 
T ^ / . c,_^7)U^)vy^y^ [ c 1 _ 4 T ;p 4^ ;i/ ] r 5 

C I . ^7 . C ,_^7 )l:3^)V7.)Vy ^ -JV. C 

^ - )l X - . c 1 _ 4 T ;i/ ^ ;i/ /J? n ;i/ . t} jv 
^s^y . tl )V. c , _ Jln :3r tl - c 1 

_ 4 5^ ;v y T ^ y . n - ( c ^ _ 4 t ^ ;v ) a* ^ -r 
A. N . N - ( c 1 _ 4 T ;u 4^ ;p ) ;«7 ;i/ A- . y / , 

1 - ^>>?;i/- 1 H --r >^y~;i/- 5 - -r 6 
-(5 - ((2 - yi57>x;i/3jN-;i.-x5^;i/T$ 7) 
-:7^>-2--r;i') - tfUH [3. 4-d] tfU^i?>'- 

4 - -r ;i')-T5 >;(4-^>>?;i/:t^s^-:73z-;i^)-(6 

- (5 - ((2 - ^i$^>x;i//|N-;i/-x5^;i.T^ y) - >^ jv) 

-yy>-2-'i)l) - tfUH [3, 4-d] bfU5S?>- 
4-<;i/) - T5>;(1 - ^>>?;i/- iH--r>^y-;v- 

5 - ^ )V) - (6 - (5 - ((2-y^>7.;i/3t^-;|/-x5^;i' 

- )V) - T^>;(1 - ^>s?;i^- 1 H-'f>:$^y-;i/- 5 

- -1 )\^) - (7 - (5 - ((2-^^>x;i/jJtx;i/-x^;i/T 
^y) - - 7^>-2--r;i/) -^:^-yu>-4- 
-r;i/) - T5>;(i - ^>v?;i^- 1 H--r>yv'-;i/- 5- 

}V) - (6 - (5 - ((2-y>7>;?,;p;j;x;i/-x^;VT5 

y) -p^5^;i') -i-^5^;i/-tfn — ;i/-2--r;i/) -^dl- 

yu>-4--r;i/-T^> ; ^^xs^n^<om.mm.\^w^< o) 
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/ X « ^ ^ o 
10. (V) 




( V) 



C^f. X\t-D-E-FT$>r)^VXY\t -SR^ -0R^ -NHR3 
^/^H7k^T2&S*>, Sfe«X«-SR^ -0R^ -NHR3 S ^1 7jc 
^T^O^LTYfi-D-E-FT^D ;D -NR2-, -0-> 
-CHR2-.-NR2-NH-.-NR2-0-,-CHR2-0-.-CHR2-CH2-^-NH-CHR2-. 
-0 = CHR2. -S-CHR2-T h ^ f)-^ . ^ fci ^ "tft ; E «-C0-. -S02-. 
-PO (0R2) «-SO--e $> 0 ;F «-CRl = CHR5-, -C=C-R5-^ 
«-CRl = C = CHR5 T 0 E -SO-^ H -S02-*r ^ ^ 

D ^a:-NH-CHR2-* t^-0 = CHR2 « 7i < ;RMl7j<m. A 
n y > ^ « C.-Ce T ;i/ ^ ;H? «9 ; R^ R2 *3 J; RMi^3i 
LT. Ti^m. ZrCiTJi^^JV. - (CH2) „- N - t! ^ U - ;i/ , 

- (CH2) .-N-tr^7>^r:;V. - (CHj) „ - N, - tf ^ ^ 5^ - ;v 

[N4-(c,-Cb)t;v^;i<'].- (ch2)„-n- tf □ u z^)v.- m,) , 

- N - tf U v'n;!/, - iZE,) N - ^ ^ y V -i )l . -(CH2)„ 

- -r 5 y y-r ju, - (CH2)„- N - ^ V y . - (ch^),- n - 
^ :t ^ ;w u y . - (CH2) „- N-^^i^-b Hnr-iftf>^fe 
umm^-^ntc ci-ce t;^^;!/^ o . c: Tgi^sa-OH. 
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7Km. c,-Ce 7;w + ;i'. -(CH2)„0H. - (CH2)„ - N - bf^ u e; 

- (CH^).- N - tf ^ ^ _ (ch^) N , - tf ^ ^ 

z^:^)V [N,- (c-Cfi) t;i-^;p]. - (ch^) „- n - tr o u 
- (CH2)„-N-bfU v?;!/. - (CH2)„-^ ^ 

« - (CH2) „- N - ^ ^ y V ^ )VX- m K) ; Z'. * « ZMi^ 

S:bT. 7K^. An^'>, c,-Cg Cj-Cg d t ;p 

c,-Ce T 3 ^ . Cj-Cg D T ;i/ n ^ . -hp, 
Cj-Cb ^;i':7;v:t n t;u^)v, tKn^^s^. c.-Cg y ;w :r ^ 

-NH2. -NH (C.-Ce T;V^;1.). - N {C,-C,7 )l) 

- N HCCs-Cg ^ n T - N (Ca-Cj ^ U 7 )V ^ JV ) 

c-Ce x;u r:;i/T;w=^;i., c,-C6 >^ ;v - 
Cj-Cg >- p t Cs-Cg ;^ ;i/ :7 ^ - ;i/ 

D T ^ ;i/ . Cs-Cg X ;i/ Tfc :i ;i/ p T 4^ ;v , ^ ;i/ ^ y h , 
Cj-Cg T ;V n 4^ -> - ;i/ , Ca-Cg >- ii? p t ;i/ n ^ >^ ^ 

:^ )V . C2-C4 T ;u - . c^-Cg ^ u 7 y - jv . ^ r^\t d-c, 

T ;i/ ^ n ;p ^ 0 ; RM^ 7K m . A p y > . c,-Ce ^)Vy )V^u 
7)V^)V. \,\-z^y )],:tu (C,-Cg ) 7}V^}V. 7 )V 

+ - (CH2)„- N - t!^ U - (CH2)„- N - tf ^ ^ 

- (CH2)„- t!^ ^ >?n;i. [ n ^ - (C.-Ce) T ;i/ 4^ > ] . - 
(CH3)„-N- tfp U - (CH2)„- t! U -(ch^),- 

n--^ ^-^v^ )v. - (CH2). - N- t;^3^^uy.- (CH^) , 

N-5^:f t ;i/ JiN >J / , -CH=CH2. -CH = CH- (C1-C6) . N - -y- fc 
HnTiftr>. - (CH2)..-NH2. - m^) 7 )V ^ }V) . 

- m^)^-^(Z^^,7 )V^}V),. - 1 - 7 )V ^ )V ) . 
ti )Vt^^iy. (Ci-Cg) 7 )V^}V:i'^zytl )Vt^-)V.N - (C.-Ce) 

il ilTg^7xn;i/« Z'. Z^ V^f:i\t^-m.^^^U7 ^) - 
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)i ^ -^^ ^ mi V X ^ n ^ 1 ~ 3 m <D m^M ^^-t ^ z: t 
50tT#. ^ bT-e n^'n® c,-Cs T;mr;us -OH, -M^^rc 
\t -NAB a A:is ^z^B^tm^cD^m^^-r ^) Tmm^ 
t^^T^ ; r \t7i^m^ft\t c,-Ce T;mr;vTfe 0 : ^ 

11. -^S^ (VI) 

(CH2)„-X 




(VI) 



R4 



V i7 n T ^ ;V ; afe ^ > b° U 5^ ;Hi . t! U 5 v ::i ;i/ 3^ 
* :7 a: n ;ni ; n d T , b: U >^ - ;i/ ^ , tf >J ^ ;i/ 

0 7 2 6 (D T )l ^ =l)V . 2 6 (07 



wo 2004/060400 




CT/JP2004/000002 



49 



5 y JVU^iy. mm m 2 7 (0 tl y JV ^ JV . y 3l y . 

:7xn;v. 5^:t73:/^r->. ^>v^-r;v^ ^y-j)V. y ^ y . 
mmw^i--6(Dyjv^)vy^y^ ^^^2-1 2 (Di^y j]/^ 
)vy ^ y . y :ii-jvy ^ y . ^> jvy ^ y ^ mmm 1 6 
<Dy)\^:^y-()Vys.y.mm^3--8(Dy)v^y^)iy^y. 
10 mmwiiS'^8(Dy)V=^y^)vy^y^^zs^>V^)vy^y 

e^^nrV^TfecfcVi; n 0~1 ; Y -NH-. -0-. 
-S «-N R - ; R i^^i^ 1 - 6 CD ; R R 

2, R3. *5j:t)tR4«, #>^r^^bT^ tKII. Any>. 

15 ^i-ecDT;^^^;!^. ^^ic2~6©T;p^-;v. mmw^ 2 
^ 6 (oy . mm^2'^6<Dy)V^:=:)V^=¥->. mm 

m2'^6(Dy)l^^-j],:t=¥z>^s kHn^i^^5^;V, ;\u y^/^ 
JVs mm m 1 6 <D y y ^ jv :t ^ . mmB: 3 ^ 8 <Dy 
)\^ ^ y ^ yv-yr ^ . mmwi 3 8 <d y )]/ ^ y ^ )\' nr ^ ^ ^ m 
20 . m'^2--7<Dy)V%y^)\/:^^=yy.j-)\^, mm^ a ^ o^y 
^ y ^ jv^ =^ y> ^ )V . mmwc4 ^ 9 o y )v ^ y. ^ )V ^ ^ 
y^^)Vs mmWi 2 7 (Dy )v u ^ y )V . m^^i~6 

(Dy ^ mm ^ 1 Q (D y )v ^ )v ^ . mmwii Q 

(Oy )V^}]/7.)Vy y( ::l)V. mmWLl e> (Dy )V^)]/7.)V:^=l 

25 )V . ^^l^i~6©T;i/i^;i'X;i/3jN>T^H. ^^^2 — 6 
<DT;i/^-;w;^;P3i>>T$H. mmWi 2 q <d y )V ^ - )v 7. 
;i/ 7}n > 7 ^ K , b H D ^ , V ^) y )V:^ u y ^ )v . =yy y . 
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- 1 ^ <Oli,l^-i;?7 }V^)V7 ^ y 7 }V^)V. y =. 7 
R5-CONH(CH2)p- ^ Rssg.S— (C<R6)2)„— CONH(CH2)p- 



Ra Rg 



R, 



A Ra CONH(CH2)p- 

Rfl Rs R, 



'8 "a 



Ra C0NH(CH2)p> Rs 
R«^^ R^^ONH(CH2)p- „^4!^C0NH(CH2)p. 

Re ^8 



Re » O \. 
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CONH(CH2)r 




CONH(CH2)p' 



R5O R5H 

*^NH(CH2)p- ^ >-NH(CH2)p- 

O ' O 



^ y-NH(CH2)p. 



"■V 



R5HN 



(R5)2 



^ 0(CH,)p- ^ ^^0(CH3)p- ^^^^^ ^^0(CH,V 



it., mmm 1 ^ 6 <D T )v J], ^ mm\z ^ v) . 1 m^rc\t 

T ^ y - has. '>5'/S*;^c«^^ici-6 

Q <DT )v . mm 1^ I Q (D r ^ J r )v ^ )v . mm^ 2 
□ T;w4^;i.T5yT;i/4^;i/.qE;i/7}NU/-N-T;i/^;i/{;i^-e, 
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3-11 (^Tif nT;i.4.;i.-N-7;Uc^;i,, ^ ^ icl - 6 

m 2 ^ 7 (D y jl, )l ^ ^on, :7;P:tnS^c«y 

v'>T;i/:^;PT5y (--•^^5^>'l^^>'l^?a5:«'«^^l^i~6). 

i^T;w + ;i.T5y(;ic:T.#r;i.4^;LgP4^ti^^lgti'>-6). 
^;W3j^Uy. tf-^^v?y, N-T;i,:^;Hf ^ ^ y 

T;p:^;HfB4>«^^^ 1 _ 6 ) ,j ^ ^ 

a = i-'3:fej;otp = o~3 I B m ir ^ m m M ^ ± iz ^ M 

R,. R3, J: tXR4 j5t7jcmT^ t) . 55^::> n 50t 0 o i 



1 2 . -^^5$ (VII) 
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(VII) 



Ri «7K^s> T^ys. y Ji^^ JIT ^ y m^r^ity X. 
(D7i^mm^rcit^n^(Dmmmm^ h-r ^mikm i 

^ o 

10 

13. -Wl^ (VIII) 




(VI) 



HN 
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14. -^^ (K) 




[^l' Rl ^UC R2 « A D y >;e,?0 S b Vi] n§ ^ P > 

15. 4 - (3-i>nn'-4->^;i.;rDT3:ijy) - 7- ^ 
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16. {4 - (3-:/D^:7x-;i/) rnuy) - 6, i - 
-t^ (1) (.3) ^;rc« (5) fciB a ® ^ tK/ x 
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[2oo4:^6^iiH (11. 06. 04) B^mmmM : inm^^oymmomm 

^>:t^>>7.5 / b < . R2 «Any >Sfe«Tir 

1 4 . — iJg^C (K) 




(K) 



Rl R R2 « A D y > 75t$f ^ U V> ] ^ ^ ^ ^ ^ ^ n ^ 
1 5 . (MiE^) . 

4 - (3-i7DD-4-7 )}^:t P T n U 7 ) - 7 - X h 4^ 
- 6 - ( 3 - ^ :7 u y :/ □ ) ^ ^ ,y ,j ^ ,^ ^ ^ 



wo 2004/060400 




'CT/JP2004/000002 



3 ^Tcitm^m 5 tzmm<D'f'mM.nyx\timmm, 

1. 6 . C^fliE^) 

{ 4 - ( 3 - n qE 7 X - ) t - u y } - 6 , 7 -py ^ 



wo 2004/060400 _ ^CT/JP2004/000002 



1/10 



li 



m 

V 
K 



100- 



75- 



50- 



25- 



0- 



^^nmm^'^-jh 



T 

m 



* 



75 dB 80 dB 85 dB 

*P<0. 05 



wo 2004/060400 




PCT/JP2004/000002 

2/10 : 



2 i 



A 
m 

^ 

AJ 
A 
V 
K 



100 



75- 



50- 



25- 



0 



75dB 



80dB 



85dB 



*P<0.05 



wo 2004/060400 ^CT/JP2004/000002 



3/10 



m 

'XI 
X) 

V 
K 



iO(h 




85 dB3^U/<;i/X 



*P<0. 05 



wo 2004/060400 ^ WcT/JP2004/000002 

4/10 



41^ 




85 dB:^U/^;i/X 



*P<0. 05 



wo 2004/060400 ^ WcT/JP2004/000002 

5/10 



SHI 




1 2 3 4 5 6 
100. *P<0. 05 



* 




•fei/i/a ^ (#1 



wo 2004/060400 



6/10 



CT/JP2004/000002 





wo 2004/060400 



7/110 



:T/JP2004/000002 



100 n 




"I I I 1 1 r 

1 2 3 4 5 6 



100-1 




-tr*vi/a>(#10MfT) 



wo 2004/060400 



ICT/JP2004/000002 



8/10 





wo 2004/060400 ^ WcT/JP2004/000002 



9/10 




wo 2004/060400 




:T/JP2004/000002 



10/10 




a>hP— ;u PCPmmWl^ r3>hp—;i/ vcPS&mWl^ 




INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP2004/000002 



A. CXASSMCATION OF SUBJECT MATTER 

Int.Cl^ A61K45/00, 31/517, 31/519, 31/4709, 31/47, 31/4741, 
31/496, A61P25/18, 25/28, 43/00 

According to International Patent Classification (IPC) or to bo* national classification and IPC 



B. FIELDS SEARCHED 



Minimum documentation searched (classification system followed by classification symbols) 

Int.Cl"' A61K45/00, 31/00-80, A61P25/18, 25/28, 43/00 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 
CAPLUS(STN), REGISTRY (STN) , MEDLINE (STN) , BIOSIS (STN) 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, with indication, where q)propriate^ of the relevant passages 



Relevant to claim No. 



FUTAMURA T. et al , , Abnormal expression of 
epidejcmal growth factor and its receptor in the 
forebrain and sertun of schizophrenic patients. 
Molecular Psychiatry, 2002, No. 7, pages 673 to 
682 

Gibson K. H. et al . , Epidermal growth factor 
receptor tyrosine kinase: structure-activity 
relationships and antitumour activity of novel 
quinazolines . , Bioorganic & Medicinal Chemistry 
Letters, 1997, Vol.7, No. 21, pages 2723 to 2728 



1-16 



1-16 



n<1 Further documents are listed in the continuation of Box C. See patent family annex. 



Special categories of cited documents: 
"A" document defining the general state of the ait which is not 
considered to be of particular relevance 

earlier document but published on or after the international filiiig 
date 

document which may throw doubts on prionty claim(^) or which is 
cited to establish Uie publication date of another citation or other 
special reason (as specified) 
"O" document referring to an oral disclosure, use; exhibition or other 
means 

"P" document published prior to the international filing date but Eater 
than the priority date claimed 



'T' later document published after the international filing date or 
priority date and not in conflict with the application but cited to 
understand the principle or theoiy underlying the invention 

"X" document of particular relevance; the claimed invention cannot be 
considered novel or cannot be considered to involve an inventive 
step when the document is taken alone 

"Y* document of particular relevance; the claimed invention cannot be 
considered to involve an inventive step when the document is 
combined with one or more other such documents, such 
combination being obvious to a person skilled in the ait 
document member of the same patent family 



Date of the actual completion of the international search 
26 jyiarch, 2004 (26.03.04) 



Date of mailing of the international search report 
13 April, 2004 (13.04.04) 



Name and mailing address of the ISA/ 

Japanese Patent Office 

Facsimile No. 



Authorized officer 
Telephone No. 



Form PCT/ISAy210 (second sheet) (July 1998) 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP2004/000002 



C (Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT 



Category' 



Citation of document, wiA indication, where appropriate, of the relevant passages 



Relevant to claim No. 



Rewcastle G. W. et al., Thyrosine kinase 
inhibitors 9. synthesis and evaluation of fused 
tricyclic quinazoline analogues as ATP site 
inhibitors of the tyrosine kinase activity of the 
epidermalgrowth factor receptor. Journal of 
Medicinal Chemistry, 1996, Vol.39, No.l, 
pages 918 to 928 

WO 00/069459 Al (Imclone Systems Inc.)/ 

23 November, 2000 (23.11.00), 

& 2003-520195 A & EP 1218032 Al 

& US 2002/0012663 Al & US 2003/0157104 Al 

WO 99/35146 Al (Glaxo Group Ltd.), 
15 July, 1999 (15.07.99)^ 

& JP 2002-500225 A & EP 1047694 Al 

& GB 9800569 A & US 2002/0147205 Al 

WO 96/0347 Al (Pfizer Inc.), 

03 October, 1996 (03.10.96), 

& JP 10-506633 A & EP 817775 Al 

& EP 1110953 Al 

WO 96/33980 Al (Zenaca Ltd.), 

31 October, 1996 (31.10.96), 

& JP 11-504033 A & EP 823900 Al 

& US 5770599 A & GB 9508538 A 

WO 98/43960 Al (American Cyanamid Co.), 

08 October, 1998 (08.10.98), 

& JP 2001-519788 A & EP 973746 Al 

WO 96/33980 Al (Zenaca Ltd.), 

31 October, 1996 (31.10.96), 

& JP 11-504033 A & EP 823900 Al 

& US 5770599 A & GB 9508538 A 

WO 97/38983 Al (Warner-Lambert Co.), 
23 October, 1997 (23.10.97), 
& JP 2000-508657 A & EP 892789 Al 

& US 6344459 Bl 

EP 1083178 Al (Pfizer Products Inc.), 
14 March, 2001 (14.03.01), 

6 JP 2001-114778 A & US 2003/0109516 A 

JP 2002-20291 A (Sumitomo Pharmaceuticals Co., 
Ltd.)/ 

23 January, 2002 (23.01.02), 
(Family: none) 

WO 02/017895 A2 (Pharmacia Corp.), 

07 March, 2002 (07.03.02), 

& EP 1313485 A- & US 2002/0111337 A 



1-16 



1-16 



1-16 



1-16 



1-16 



1-16 



1-16 



1-16 



1-16 



1-16 



1-16 



Fonn pCT/ISA/210 (continuation of second sheet) (July 1998) 



INTERNATIONAL SEARCH REPORT 



I Lttemational application No. 

PCT/JP2004/000002 



<Subject of search> 

Claims 1 to 6 relate to preventives and/or remedies for mental diseases , 
Integration dysfunction syndrome and cognitive dysfunction which 
contain, as the active ingredient, compounds definedby desired properties 
^^^^^^ growth factor receptor activity inhibitor" and -an 
f^t^^®?"?" 9^°"^?^ factor receptor activity inhibitor inhibiting the 
Sthoi^fih^f^^ ^^cePtor activity by inhibiting the binding 

epithelial grovrtih factor receptor to the epithelial growth factor"! 
Although claims 1 to 6 involve any compounds . having these properties, 
hi ^^"'^i^ed that only small part of the claimed compounds are supported 
by the description in the meaning within PCT Article 6 and disclosed 
tfterein m the meaning within PCT Article 5. 

Although the common technical knowledge at the point of the application 
^iJil^t"^ into consideration, the scopes of the compounds having the 
properties as "an epithelial growth factor receptor activity inhibitor" 
^hf receptor activity inhibitor inhibiting 

the epithelial growth factor receptor activity by inhibiting the binding 
^fJ;«*-tf --^ growth factor receptor to the epithelial growth factor" 

cannot be specified . Thus , claims 1 to 6 do not comply with the requirement 
Of clearness m the meaning within PCT Article 6 too 

«r,.iSf?-^1'^''^ the case, the search was made on the relationships among 
epithelial growth factor receptor activity inhibitors and mental 
diseases, integration dysfunction syndrome and cognitive dysfunction 
and the remedies for mental diseases, integration dysfunction syndrome 
and cognitive dysfunction containing as the active ingredient tS 
compounds specified in claims 7 to 16. yi«uj.ent tne 
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